Abstract: Traumatic brain injury (TBI) afflicts people of all ages and genders, and the severity of injury ranges from concussion/mild TBI to severe TBI. Across all spectrums, TBI has wide-ranging, and variable symptomology and outcomes. Treatment options are lacking for the early neuropathology associated with TBIs and for the chronic neuropathological and neurobehavioral deficits. Inflammation and neuroinflammation appear to be major mediators of TBI outcomes. These systems are being intensively studies using animal models and human translational studies, in the hopes of understanding the mechanisms of TBI, and developing therapeutic strategies to improve the outcomes of the millions of people impacted by TBIs each year. This manuscript provides an overview of the epidemiology and outcomes of TBI, and presents data obtained from animal and human studies focusing on an inflammatory and immunological context. Such a context is timely, as recent studies blur the traditional understanding of an "immune-privileged" central nervous system. In presenting the evidence for specific, adaptive immune response after TBI, it is hoped that future studies will be interpreted using a broader perspective that includes the contributions of the peripheral immune system, to central nervous system disorders, notably TBI and post-traumatic syndromes.
Types of Traumatic Brain Injuries in Humans

Epidemiology of TBI in the United States
A traumatic brain injury (TBI) is an injury that disrupts the normal function of the brain and can be caused by a bump, blow or jolt to the head, rapid acceleration and deceleration of the calvarium, or a penetrating head injury [1] . In 2010, the Centers for Disease Control and Prevention estimated that TBIs accounted for approximately 2.5 million emergency department (ED) visits in the United States. Of these, approximately 87% (2,213,826) were treated and released, 11% (283,630) were hospitalized and discharged, and approximately 2% (52,844) died [2] . The leading causes of non-fatal TBI in the U.S. are falls (35%), motor vehicle-associated accidents (17%) and strikes or blows to the head from/against objects, including sport injuries (17%) [3] . The leading causes of TBI-related deaths are motor vehicle crashes, suicides and falls. In the United States, children aged 0-4 years, adolescents aged 15-19 years, and older adults aged >75 years have the highest rates of TBI-related hospitalizations and deaths among all age groups [3] . Approximately 145,000 children/adolescent (aged 0-19 years) and 775,000 older adults (>75 years) are estimated to be living with substantial and long-lasting limitations in social, behavioral, physical and/or cognitive functioning following a TBI [4] . In every age group, TBI-related ED visit rates are higher for males than for females, which were 800.4 vs. 633.7 cases per 100,000, respectively [2] . Males aged 0-4 years have the highest rates for TBI-related emergency department visits, hospitalizations and deaths combined. Regarding the military, Department of Defense data revealed that from 2000-2011, 235,046 service members (4.2% of the 5,603,720 who served in the Army, Air Force, Navy and Marine Corps) were diagnosed with a TBI [5] . Thus, TBI afflicts millions of people each year, including civilian and military populations. It is pertinent to note that these statistics do not account for those people suffering from concussion/mild TBI who did not receive medical care or had outpatient/office-based visits, estimated by some to be hundreds of thousands, if not millions of people each year [3] .
Classification of TBI
The severity of TBIs is typically categorized using the Glasgow Coma Scale and can range from: (a) mild; (b) moderate; to (c) severe [6] . TBI outcomes are often determined by using the Glasgow Outcome Scale, which categorizes gross neurobehavioral ranges of recovery: (a) dead; (b) vegetative state; (c) severe disability; (d) moderate disability; (e) good recovery [7] . An alternative prognosis, using Russell and Smith's classification, is divided as severe or very severe [8] . Considering that detailed classification helps to determine the severity of injury, informs treatment options and is used to assess prognosis and functional recovery, recent suggestions have indicated that better diagnostic and assessment criteria are needed in the TBI field [9, 10] .
TBI Prognosis
The effects of TBI can adversely affect quality of life, including cognitive, behavioral, emotional and physical deficiencies. Any one or more of these can negatively impact interpersonal, social and occupational functioning, as well as families, communities and the economy in general [11, 12] . Impairment of cognitive function can lead to difficulties with memory, attention, learning, coordination and sleep disturbances [12] and can persist for days, months or even years following the initial injury. Other long-term deficiencies include: language and communication problems (19%), dysarthria (30%), dysphagia (17%) [13] , mood disorders [14, 15] and cognitive impairment, even six months after mild TBI [16] . Another post-traumatic syndrome that can have a relatively delayed onset is post-traumatic epilepsy [14, 15, 17] . While all epilepsies are seizure disorders, not all seizures are epilepsy. As such, the incidence of early post-traumatic seizures (seizures immediately following, up to the first few days after the TBI) is higher than the incidence of post-traumatic epilepsy. Notably, about 25% of brain contusion patients and 32%-53% of patients with penetrating TBI develop different degrees of early post-traumatic seizures. Post-traumatic seizures also seem to be more prevalent following severe TBIs, although mild and moderate TBIs can also result in seizures [18] . Considering the negative impact of these numerous disorders associated with post-traumatic deficiencies, as well as the significant numbers of people suffering from the chronic effects of TBIs, research efforts are underway in the hopes of better understanding the pathogenic progression, and developing successful treatments of and diagnostic criterion for TBI.
A Brief Review of Experimental TBI Animal Models
In view of the heterogeneous clinical nature of TBI, numerous animal models have been developed for experimentation. Although larger animals are closer in size and physiology to humans, rodents are a valuable and commonly-used model in TBI research. Their modest cost, biological similarities, more manageable size and standardized outcome measurements are all advantageous. Such models have been incorporated for studies aimed at improving our understanding of the detrimental, complex molecular cascades that are initiated by head trauma, as well as the long-term neurological and behavioral consequences. Therefore, unless otherwise indicated, this review focuses on data from animal models (primarily rodents) of TBI. Among them, several models are widely used in research: fluid percussion injury (FPI) [19] [20] [21] [22] [28, 29] . Although we will highlight the two most highly-cited animal models, FPI and CCI, it is important to note that many similarities with regard to the general neuroinflammatory responses are observed across rodent models of TBI, despite the different methods and modalities of the injuries.
Percussion Injury Animal Models
In percussive injury models, there are two devices that are most commonly incorporated into experiments. In the FPI model, the insult is inflicted by a pendulum striking the piston of a reservoir of fluid, and this generates a fluid pressure pulse that is delivered to the intact dura, via a syringe secured over an opened midline or lateral craniotomy [30, 31] . In the second percussive TBI, an injury is delivered by a piston that is controlled either pneumatically or via a piezoelectric mechanism [32] [33] [34] . The percussion produces brief displacement and deformation of brain tissue, and the severity of injury depends on the strength of the pressure pulse [ In rodents, FPI produces a rapid combination of focal cortical contusion and diffuse subcortical (such as hippocampus and thalamus) neuronal injury. These can occur within minutes of the impact, progress to a loss of neurons by 12 h and are accompanied by a rapid neuroinflammatory response that is initially focused in the peri-injury region [38, 39] . Neuronal death and neuroinflammatory signaling seem to peak at around three days after FPI and in many other models [38] . This inflammation persists, albeit at levels lower than the peak, well into chronic time points (≥1 month). In the days and months following the injury, progressive degenerative cascades that include chronic inflammation continue to be observed in a variety of brain regions implicated in higher cognitive functions. These include the hippocampus, thalamus, medial septum, striatum and amygdala [35, 47, 48] . It is often deduced that the neuropathology in these regions underlies the observed neurobehavioral and cognitive deficits that are commonly seen in the FPI model [36, 49, 50] . Of significance is the fact that analogous symptoms are often seen in patients with TBI-related injuries to corresponding brain regions [36,49].
Controlled Cortical Impact Injury Animal Model
The CCI model uses a pneumatic or electromagnetic impact device to drive a rigid impactor onto the exposed intact dura and mimics cortical tissue loss, acute subdural hematoma, axonal injury, concussion, blood-brain barrier (BBB) dysfunction and even coma [23] [24] [25] . It has been applied to a number of animals, such as ferrets [24] , swine and monkeys [51] and, most prominently, rodents [23, 25] . CCI is delivered to the intact dura through a craniotomy and results in deformation of the underlying cortex [23] . The damage created is highly reproducible and includes a rapid and sometimes widespread neuropathological damage. This damage is most prominent in the peri-injury area, includes neurodegenerative and neuroinflammatory responses [52] , and can also encompass cortical, hippocampal and thalamic degeneration [53] . The histopathological severity of CCI rises with increasing cortical deformation, as does the cognitive impairment that is likely related to the extent of damage [54] [55] [56] [57] [58] [59] . Similar to the FPI model, the neuropathology and associated cognitive and behavioral deficits after CCI persist chronically, and diffuse neuropathology is evident [60, 61] .
Similarly, the neuroinflammatory response appears to play a major role in both the early and chronic deficiencies observed following TBI.
Mechanisms of Neuropathology Following TBI
It is now widely acknowledged that TBI is a complex multimodal disease process, not a single pathophysiological event [62] . It causes structural and functional damage, which lead to deficits resulting from both primary and secondary injury mechanisms [63] . The primary injury is the result of the immediate mechanical damage from direct contact and/or inertial forces to the brain that occurs at the moment of the traumatic impact. This damage can include direct neuronal, glial and other cellular damage, contusion, damage to blood vessels (hemorrhage) and axonal shearing [64, 65] . Secondary injury evolves over minutes, to days, to months, to years after the primary injury and is the result of cascades of metabolic, cellular and molecular events. These occur concurrently with, and contribute to, alterations of endogenous neurochemical, inflammatory and neuroinflammatory mechanisms. Such mechanisms ultimately lead to brain cell death or rescue, plasticity, tissue damage and atrophy [35, 66, 67] . Many biochemical alterations responsible for secondary injury have also been identified. These include, perturbation of cellular calcium homeostasis, glutamate excitotoxicity, mitochondrial dysfunction, increased free radical generation, inflammation, neuroinflammation, increased lipid peroxidation, apoptosis and diffuse axonal injury (DAI) [68] . Interestingly, all of these alterations can be linked either directly or indirectly to neuroinflammation, and such inflammation has been implicated in the early and chronic components of TBI-induced neuropathology [69] [70] [71] .
Inflammation Following TBI: An Immunological Perspective
Innate, Non-Specific Immune Response to TBI
At present, the prevailing viewpoint in the TBI field has been that most, if not all of the inflammation that follows a TBI can be considered components of the innate immune response [72] [73] [74] . However, accumulating evidence using updated technology suggests that specific adaptive immune mechanisms are also at play. Thus, a working operational definition is needed to define immune specificity after TBI, and few authors have adequately separated innate from adaptive immune components after a TBI. The early neuroinflammatory response across injuries and injury models occurs in a relatively stereotypical manner and can largely be considered to consist mainly of innate immune mechanisms. When damage to the brain takes place during TBI, it triggers the release and production of cytokines and chemokines, which activate receptors, and results in local and systemic immune responses [72, 75, 76] . The net effect of these innate inflammatory mediators is aimed at limiting the spread of the injury and restoring homeostatic balance [77] .
Cytokines in TBI
Cytokines are categorized by structural and functional components, can be either pro-and/or anti-inflammatory and, in a classical immunological sense, are mediators of the cellular immune response, as well as of antibody synthesis and release. Cytokines can be synthesized and/or released by a wide variety of cells, including microglia, macrophages, T and B lymphocytes, endothelial and mast cells [78, 79] . Although a full discussion of cytokine changes and functions after TBI is beyond the scope of this review, several reports indicate that interleukin (IL) IL1-β, IL18 and tumor necrosis factor alpha (TNFα) are involved in the onset and development of the inflammatory cascade after TBI in rodents and humans [72] [73] [74] . IL1-β binds to IL1-receptors, primarily localized on microglia and astrocytes in the brain, but also to other cell types, including infiltrating immune cells [80, 81] . Activation of the neuroglial and immune cell IL1-receptors initiates the production and release of inflammatory cytokines, including increased production of IL1-β and IL18 [82] . This results in a self-perpetuating, pro-inflammatory environment, which may be damaging to the CNS parenchyma [75, 76, 83, 84] .
The damaging effects of IL1-β can also be related to activation of other pro-inflammatory pathways, such as, TNFα [85] and IL18 [72] .
Several studies support the evidence of rapid and sustained induction of TNFα in damaged brain tissue, within one hour after TBI in rodent models [75, 76, 86] . TNFα triggers the production of other cytokines (IL1-β, IL6), chemokines [75] and nuclear factor kappa B (NF-κB) family (p50, p52 and p65) of transcription factors. Thus, TNFα is an important modulator of inflammation, at the transcriptional and translational levels, in the nervous system and in non-neural tissues [87, 88] . IL18 also appears to play an important inflammatory role after TBI. IL18 has been shown to be elevated following a number of CNS inflammatory insults [89] [90] [91] , including TBI [72] . In humans and rodents, the IL18 pathway can contribute to delayed neuronal injury, up to 14 days following TBI [72] . Activated neuroglial and immune cells in the area of injury secrete IL18, which binds to the IL18 receptor. Activation of the IL18 receptor initiates inflammatory signaling cascades [92] . Thus, cytokines, some of which have been mentioned here, are major contributors to the inflammatory and neuroinflammatory response.
Chemokines in TBI
Chemokines (CCL) are chemotactic inflammatory proteins that mediate interactions among inflammatory cells and target cells. In general, chemokines are typically 10 KDa or smaller. CCLs are synthesized and/or released along with other mediator molecules by a variety of cell types that include: astrocytes, microglia, macrophages, eosinophils, neutrophils, dendritic cells, mast cells and natural killer cells (NK cells) [93] [94] [95] . Release of chemokines serves to chemotactically guide receptor-sensitive cells, primarily through activation of G protein-coupled receptors [96] . Similar to cytokines, chemokines can be either pro-and/or anti-inflammatory. After a TBI, chemokines contribute to the attraction of a wide range of immune cells to the site of damage [97, 98] . The specific activities of classes of chemokines have been elucidated following TBIs [99] [100] [101] . Although a full discussion is beyond the scope of this review, one example, CXC chemokines, activates the migration of neutrophils to the site of the lesion [96] . Alternatively, chemokines CCL2, CCL3, CCL5, CCL7, CCL8, CCL13, CCL17 and CCL22 attract monocytes and macrophages [102] [103] [104] . Other chemokines, such as, CCL1, CCL2, CCL17 and CCL22, are involved in the recruitment of T-lymphocytes [103] .
Another important role of cytokine and chemokine release is to activate pattern recognition receptors (PRRs). PRRs are proteins of the innate immune system and identify danger-associated molecular patterns (DAMPs) of cellular stress. This identification, and the ensuing response, helps defend against cell and/or tissue damage [105, 106] . The PRRs are divided into several subgroups, depending on cell localization, type and function. One such group is the nucleotide-binding domain leucine-rich repeats (NLRs) [107] , which are also called the nucleotide oligomerization domain (NOD)-like receptors. These receptors are located in the cytoplasm and help to regulate the host inflammatory, apoptotic and innate immune responses [108, 109] . The NLR family of proteins can be activated by multiple types of cell/tissue damage that are seen in TBI and can form multi-protein complexes called "inflammasomes" [110] . The unique compositions of these inflammasomes depend on the extent and type of cell and tissue damage. Some reports suggested the specific contributions of NLR family proteins (NLRP3-inflammasome) after TBI [110, 111] . The NLRP3-inflammasome has been detected in neurons, astrocytes and microglia in the cortex after TBI [110] , and the NLRP3-inflammasome complex is associated with increases in the aforementioned IL1-β and IL18 [108, 110, 112] . Interestingly, the NLRP3-inflammasome has also been demonstrated to associate with other CNS inflammatory disorders, including Alzheimer's disease (AD) [113] , which is an increased risk factor following TBI.
Thus, the overall contributions of the cytokines and chemokines released after TBI are mediated by the release, and subsequent recruitment of immune cells to the site of injury, and to coordinate the ensuing activity of these cells. These immune cells are an essential part of the innate immune response and also the putative transition to the adaptive immune response and will be discussed below.
Cellular Immune Response to TBI
Several reports show that TBI and the associated neuroinflammation lead to local deposition of specific immune cells at the peri-injury area and beyond [97, 114, 115] . In addition, peripheral inflammation can also influence TBI outcomes [116] . There appears to be a rapid expansion and activation of peripheral immune cells after experimental TBI, as well as a significant extravasation of immune cells from the spleen, resulting in splenic hypotrophy following TBI [117, 118] . It is also known that some of these immune cells that exit the spleen can contribute to the innate immune response, and some may also contribute to an ensuing adaptive immune response following a TBI [116, 119, 120] . Similarly, it is also known that some of these immune cells will infiltrate the CNS [121] [122] [123] . Immune cells involved in coordinating the innate immune response include: (1) monocytes, which develop into macrophages; (2) mast cells; (3) granulocytes (basophils, eosinophils and neutrophils); (4) dendritic cells (DC); and (5) natural killer cells.
Neutrophils and macrophages strongly infiltrate the brain in the early phase of TBI [121, 123, 124] . Neutrophils appear to be the most numerous type of granulocytes and possess high phagocytic potential. These cells are highly migratory and were reported to be involved in phagocytosing damaged elements within the brain parenchyma following a TBI [115, 122] . The processes whereby neutrophils function are by: (1) secreting lysosomal enzymes; (2) releasing free radicals; (3) decreasing blood flow by direct physical microvascular occlusion; (4) increasing vascular permeability [125] [126] [127] . Interestingly, neutrophils can be found in the microvasculature lining the peri-injury region by as early as 2 h after injury and in brain parenchyma shortly thereafter [115, 122] . Thus, neutrophils can contribute to the development of BBB breakdown and subsequent brain edema formation [122, 128] . It is possible that neutrophils contribute to the secondary damage seen after TBI. Consistent with this notion, blocking neutrophil migration and adhesion decreases the total area of neuronal damage after a TBI in rabbits [129] .
It has been hypothesized that accumulation of DCs at the site of damaged brain parenchyma can negatively contribute to brain tissue damage after the onset of TBI [122, 130] . Infiltrating DCs may be activated by contact with the damaged cells at the site of injury. Antigen materials get processed by DCs, which can than travel to distant lymph nodes, present antigen and generate a local immune response. Once this response is initiated, antigen-specific T cells may migrate into CNS parenchyma and cause extended, chronic damage to the brain [131, 132] . T cell accumulation at the site of injury, concurrent with DC accumulation, has also been indicated to negatively influence TBI outcomes [115] . Activated macrophages and/or microglia also contribute to neuronal damage [122, 133] . It has been reported that different molecules released after TBI contribute to microglia/macrophage phenotype shifts [134, 135] . Although the utility of classifying the M1/M2 phenotype in vivo has come into question [136, 137] , it is still useful to review the potential impact of the different phenotypes. For example, damaged endothelial cells can mediate microglia/macrophage polarization through secretion of cytokines [138] , such as TNF-α, IL-6, IL-25, transforming growth factor beta (TGF-β), interferon-gamma (IFN-gamma), including substance-P and lipocalin-2 [139] [140] [141] . Additionally, infiltrating peripheral immune cells (T lymphocytes specifically) can induce macrophage/microglial phenotype transformation [142] . Recent studies suggest that such phenotype changes can alter neurogenesis after TBI, such that macrophage polarization from M2 toward M1 stimulates the release of soluble factors that impair basal neurogenesis [138] , and this may impair functional recovery [134, 143] . Thus, macrophages and/or microglial cells can be acted upon by a number of factors that ultimately determine the functional consequences of these cell types.
Macrophages, including both resident (microglia) and infiltrating (peripheral macrophages), are observed in relatively high numbers following TBIs [133] . Macrophages appeared to be abundant between 12 and 72 h and predominate in damaged cortical regions [122, 144] . These cells accumulate near the area of injury [144] , and this accumulation is a result of at least two mechanisms. One is through attractions by locally-secreted chemo-and cytokines released at the site of injury, as previously discussed. The other mechanism appears to occur via the T-cell activation. Once in the damaged area, the T cells get activated by direct contact with antigen presentation on DCs, macrophages and microglia [145, 146] . It is this latter activation which is the hallmark of a transition from a non-specific innate immune response, to a specific adaptive immune response; e.g. T cell recognition of presented antigen.
T lymphocytes play an important role in the development and maintenance of secondary brain injury after TBI, through engagement of different cell types and mechanisms. Steady increases in the number and composition of T cells at the site of injury are highly suggestive of a transition to an adaptive immune response following a TBI. The peak of brain tissue infiltration by T cells after TBI, seems to occur within a range of 1-5 days, although the data on this topic are inconsistent [147, 148] . Despite these inconsistencies, it appears that gamma delta T cells (γδ T cells), which are a distinct class of T cells largely developed in thymus and express γδ receptors, rather than αβ T-cell receptor (TCR) on their surface, are early responders to the site of brain injury [149] . Combined with CD8+ T lymphocytes and CD4+ T-helper 1 (TH1) cells, these cells may worsen damage by cytotoxic and pro-inflammatory actions [150, 151] . However, some suggest that the infiltration of immune cells into the CNS after TBI can also be neuroprotective [120, 152, 153] . This hypothesis is substantiated by the supposition that antigen-activated T cells provide protection, maintenance of neurological integrity and repair of tissue after a TBI [154] . Reports indicate that CD4+ T-helper 2 (TH2) cells specific for myelin basic protein (MBP) and CD4+ T cells may play such role of protection in neuronal survival [155, 156] . Despite the pathogenic potential of anti-MBP T cells, they were also found in human immune system of healthy individuals [157, 158] . It seems that regulatory T cells (CD4+ CD25+ Foxp3+) might also play important role in protection by suppressing autoimmune activity [159, 160] . They derive from naive CD4 cells and are known for their immunosuppressive action, which downregulate the induction and proliferation of effector T cells [159, 160] .
Thus, it is possible that after TBI, the inflammatory sequelae result in antigen processing and presentation, as well as an eventual transition to an adaptive immune response. The implications of a transition to an adaptive immune response after a TBI are poorly understood and may have a positive and/or negative impact on the CNS. Here, we will summarize the existing data supporting an adaptive immune response after TBI, and we will provide a novel hypothesis to generate a foundation from which ensuing studies can occur in the context of adaptive immunity and TBI.
Adaptive Immune Response to TBI
Although scant, following TBI, some studies have provided strong evidence for a switch from a non-specific innate immune response, to a specific, adaptive immune response. As such, a paradigm shift in thinking may be necessary to fully understand and appreciate the sequelae that occur in the early and chronic stages after a TBI. A switch to an adaptive immune response has occurred, once antigen is processed and presented by professional antigen-presenting cells (APCs), and T cells recognize the presented antigen. The evidence supporting the transition to an adaptive immune response following TBI has been observed following retinal crush studies [161, 162] , fluid percussion injury in mice [116] and in human TBI patients [163] . The cellular components of the adaptive immune response may entail resident brain cells and/or infiltrating immune cells, as described above. In the case of infiltrating immune cells, they can gain access to the CNS via the compromised BBB, as well as the aforementioned chemotactic signaling. The humoral component of the adaptive immunity can be initially mediated by B cells and subsequently by T cells, which produce antigen-specific antibodies. Although the evidence is lacking for a direct connection between antibody production by T cells and neurodegeneration, accumulating evidence supports a role in the adaptive immune response in neurodegeneration. Once a transition from an adaptive immune response occurs, the possible outcomes have the potential to profoundly influence the outcomes for TBI.
In the case of most TBIs, the injuries are non-penetrating; thus, it would seem, if an adaptive immune response is occurring, then the antibody response is likely to be against self-antigen. Indeed, in human patients, evidence for this is found in the fact that antibodies to glial fibrillary acidic protein (GFAP)-fragments have been observed in the cerebral spinal fluid (CSF), at various time points after a TBI [164] . Moreover, proteolytic fragments of MBP, neuron specific enolase and to ubiquitin D-terminal hydrolase-L-1 (UCH-L1), which is a highly specific protein to neurons and an essential component of the ubiquitin proteasome system, have also been observed in humans and animal models of TBI [165] [166] [167] [168] . Moreover, auto-reactive T cell responses to MBP have been documented in humans after TBI [169] , further supporting a switch to an adaptive immune response. Considering that white matter loss has been reported after TBI in humans and animals, the observation of antibodies and T cells to MBP could have a tremendous implication on the loss of white matter and axonal degeneration that is observed at chronic time points after a TBI. A potential consequence of antibody production and the implied transition to an adaptive immune response is that memory immune cells are formed. It is possible that reactivation of the memory T cells, by another injury or perhaps by other neuroinflammatory stimulus, such as bacterial or viral infections [170] , might re-open the BBB and expose the memory immune cells to self-antigens, such as GFAP, UCH-L1 or MBP. In this scenario, the subsequent appearance of post-traumatic syndromes may only appear after appropriate spatial and temporal stimuli, hence explaining the wide variation in when, why and what types of post-traumatic syndromes appear. Therefore, the development of post-TBI auto-antibody response might be highly pathogenic and contribute to chronic neuropathology that persists for a relatively long duration (days, week, months, years) after injury, and there is evidence in support of this notion from a wide swath of neurological and immunological studies [171] [172] [173] [174] .
Resident brain immune cells, such as microglial cells, infiltrate the CNS very early during development [175, 176] and do not seem as likely a candidate to present self-antigen, despite the fact that these resident microglial cells are highly competent, professional APCs, and they can also express major histocompatibility complex class II molecules (MHCII). Considering that resident microglial cells in the brain are continuously exposed to GFAP, UCH-L1 and MBP and there does not seem to be any auto-reactivity in normal conditions, one alternative scenario is that infiltrating immune cells are responding to the antigenic peptide fragments of GFAP, UCH-L1 and MBP [165] [166] [167] [177] [178] [179] [180] .
Another important factor to consider in the context of an adaptive immune response after TBI is the recent reports of two distinct lymphatic portals that directly service the brain. First, sitting subjacent to the superior sagittal sinus is a lymphatic area that has recently been shown to have white blood cells that dip in and out of the CNS, even in normal conditions [181, 182] . Immune signals from the CNS have been shown to directly signal through this lymphatic portal and to initiate a global immune response that can exacerbate the severity of an injury [147, 183, 184] . Second is the "glymphatic" system, which allows for clearance of CNS waste products and soluble proteins. This system also has been shown to provide a substrate for the signaling of CNS components to the more classically-defined peripheral lymphatic system [184] [185] [186] [187] . In either of these two CNS "lymphatic compartments", there can be a rapid communication between the CNS and the periphery, and this signaling can exacerbate injuries, such as stroke or TBI [184, 188] . In the stroke literature, removing the spleen (splenectomy) and, therefore, reducing the number of B and T cells capable of responding to the TBI results in a significant improvement in lesion size and functional outcome measures. However, the data were inconsistent between humans and rodent models [189] [190] [191] ; thus, the true functional implications require further examination. Interestingly, other studies that have blocked the expansion and activation of B and T cells in the spleen after a TBI have demonstrated significant neuroprotection [116] . Thus, the role of peripheral immune cells after TBI might provide novel targets for the development of therapeutic options to treat TBIs and post-traumatic syndromes.
Conclusions
TBI remains a complex, multi-system pathology, with a wide-ranging potential for short-and long-term detrimental outcomes. Using the existing and newly-developed animal models, as well as clinical and translational studies, research continues to unravel the complex interactions between the brain, the periphery and the immune system. New understanding of these interactions will lead to novel therapeutic targets, with the hope of improving the outcomes for millions of people each year. 
